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Tl" (54) Title: CONCENTRATED SOLUTIONS OF CARVEDILOL 

(57) Abstract: The present invention is concerned with pharmaceutically acceptable solutions of carvedilol or pharmaceutically 
acceptable salts thereof containing adjuvants with lipophilic character, with the carvedilol content lying above 5 % (wt./wt., based 
on the solution) and the carvedilol being distributed in the solution as a molecular dispersion, as well as pharmaceutical adminis- 
tration forms containing such solutions and their use for the treatment and/or prophylaxis of illnesses, such as hypertension, cardiac 
1^* insufficiency or angina pectoris. 
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Concentrated solutions of carvedilol 

The present invention is concerned with concentrated pharmaceutically acceptable 
solutions of carvedilol and/or of a pharmaceutically acceptable salt thereof in adjuvants 
with predominantly lipophilic character, pharmaceutical administration forms containing 
5 such formulations as well as their use for the treatment or prophylaxis of illnesses. 

Carvedilol is a non-selective (3-blocker with a vasodilating component, which is 
brought about by antagonism to the a-adrenoreceptors. Moreover, carvedilol also has 
antioxidative properties. Carvedilol (l-(4-carbazolyloxy)-3-[2-(2-methoxyphenoxy)ethyl- 
10 amino] -2-propanol) is the object of European Patent No. 0 004 920 and can be 
manufactured according to the process described there. 



"Pharmaceutically acceptable salts" of carvedilol embrace alkali metal salts, such as 
Na or K salts, alkaline earth metal salts, such as Ca and Mg salts, as well as salts with 
15 organic or inorganic acids, such as, for example, hydrochloric acid, hydrobromic acid, 

nitric acid, sulphuric acid, phosphoric acid, citric acid, formic acid, maleic acid, acetic acid, 
succinic acid, tartaric acid, methanesulphonic acid or toluenesulphonic acid, which are 
n on -toxic for living organisms. 



20 At pH values in the pharmaceutically relevant range of 1 to 8 the solubility of 

carvedilol in aqueous media lies between about 1 mg and 100 mg per 100 ml (depending 
on the pH value). This has been found to be problematical especially in the production of 
highly concentrated parenteral formulations, such as e.g. injection solutions or other 
formulations for use in small volume administration forms for ocular or oral 

25 administration. 
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In the case of the peroral administration of rapid release carvedilol formulations, e.g. 
the commercial formulation, resorption quotas of up to 80% are achieved, with a 
considerable part of the resorbed carvedilol being rapidly metabolized. 

In connection wi£h investigations into the gastrointestinal resorption of carvedilol it 
has been established that the resorption of carvedilol becomes poorer during the course of 
passage through the gastrointestinal tract and e.g. in the ileum and colon makes up only a 
fraction of the resorption in the stomach. This has been found to be very troublesome 
especially in the development of retard forms in which a release should take place over 
several hours. The poorer resorption is presumably due entirely or at least in part to the 
decreasing solubility of carvedilol with increasing pH values. A very low solubility can also 
be established in the strongly acidic region (about pH 1-2). 



In order to improve the resorption quota, especially in the lower regions of the 
intestine, investigations have been carried out for adjuvants and, respectively, formulations 
which are suitable for increasing the solubility and/or speed of dissolution of carvedilol. 



Accordingly, the underlying purpose of the invention lay in the provision of 
pharmaceutical^ acceptable, concentrated solutions of carvedilol suitable for further 
processing to carvedilol formulations with improved resorption properties, such as, for 
example, a modified release characteristic. 



Thereby, it has surprisingly been found that it is not the combination with strong or 
medium strength organic or inorganic acids by salt formation which leads to the highest 
solubility improvements, but on the contrary the combination with quite particular 
adjuvants with lipophilic character. Thus, e.g. a slight increase in the solubility in aqueous 
media can be achieved by a combination with certain weak carboxylic acids, such as, for 
example, succinic acid, adipic acid, citric acid, tartaric acid, etc; however, certain adjuvants 
with lipophilic character lead to clearly higher increases in the solubility. 

Under adjuvants with lipophilic character there are to be understood in connection 
with the present invention especially adjuvants selected from the group consisting of 
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carboxylic acids, especially those with a long lipophilic molecular residue, organic alcohols, 
especially those with a lipophilic molecular component, and macrogol glycerol fatty acid 
esters. These adjuvants with lipophilic character can be used individually or in a 
combination of two or more adjuvants with one another. 



It is especially surprising that the solubility of carvedilol in individual, specific 
carboxylic acids, especially those with a long lipophilic molecular residue, exhibit the best 
results with spacing. In the case of the saturated fatty acids there are to be named, for 
example, caproic acid, caprylic acid, capric acid, lauric acid and myristic acid. Preferred 

10 saturated fatty acids in connection with the present invention are caprylic acid, capric' acid 
and lauric acid, with capric acid being especially preferred. Preferred unsaturated fatty 
acids in connection with the present invention are linoleic acid, oleic acid, palmitoleic acid 
and erucic acid, with oleic acid being especially preferred. In the especially preferred 
carboxylic acids, oleic acid and capric acid, the solubility of carvedilol in each case amounts 

15 to > 100 mg/ml at 37°C. 



Furthermore, it has been observed that certain organic alcohols can likewise bring 
about such a clear improvement. This is again especially true when a lipophilic molecular 
component is present. Benzyl alcohol, with a solubility of likewise > 100 mg of carvedilol 
20 per ml at 37°C, has been found to be especially favourable in this connection. Further, 
-* fatty alcohols, such as octanol, decanol, dodecanol, tetradecanol and hexadecanol, are also 
suitable. 



Similar observations have also been made with macrogol glycerol fatty acid esters, 
25 especially macrogol glycerol laurate (Gelucire® 44/14) and macrogol glycerol stearate 
(Gelucire® 50/13). Diethylene glycol monoethyl ether (Transcutol® P) also has similarly 
good dissolving properties for carvedilol. 



30 



Especially preferred lipophilic adjuvants are oleic acid, capric acid, benzyl alcohol, 
macrogol glycerol laurate, macrogol glycerol stearate and diethylene glycol monoethyl 
ether. 
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These findings are surprising and new inasmuch as only clearly lower solubilities of 
carvedilol have been found with the solvents and, respectively, adjuvants usually used for 
the production of highly concentrated solutions of substances which are poorly soluble in 
water. Thus, the solubility of carvedilol in glycerol oleyloleate, medium chain triglycerides 
5 and natural oils, such as cod liver oil, soya bean oil, sesame oil, peanut oil, olive oil and 
cotttonseed oil, lies at bfelow 50 mg/ml and in many cases at even below 10 mg/ml. Also, 
the solubility is very low in pronounced lipophilic solvents, such as paraffin, petroleum 
ether, etc. 



10 Presumably, the molecules such as oleic acid, benzyl alcohol, macrogol glycerol ' 

laurate, macrogol glycerol stearate and diethylene glycol monoethyl ether, which have been 
ascertained to be especially favourable, have, inter alia, a quite specific ratio of suitable 
hydrophilic and lipophilic molecular components. This is especially evident in that e.g. 
organic carboxylic acids each with hydrocarbon chains which are only slightly shorter or, 

15 respectively, longer already fall off appreciably with respect to the dissolution properties for 
carvedilol. Apparently, e.g. the double bond in the - longer chain - oleic acid provides a 
relationship favourable for the solution of carvedilol similar to that as the shorter 
hydrocarbon chain in capric acid. 



20 The present invention is accordingly concerned with pharmaceutical^ acceptable 

solutions of carvedilol or of a pharmaceutically acceptable salt thereof containing adjuvants 
with lipophilic character, with the carvedilol content lying above 5% (wt./wt., based on the 
solution) and the carvedilol being distributed in the solution as a molecular dispersion. 



25 Under a molecular dispersion there is to be understood a monomolecular 

distribution of the active substance in a suitable carrier. 



The carvedilol content in the solutions in accordance with the invention preferably 
lies at 5% (wt./wt„ based on the solution) to 60% (wt./wt., based on the solution). In a 
30 further preferred embodiment the carvedilol content lies at 5% (wt./wt., based on the 
solution) to 50% (wt./wt., based on the solution). In an especially preferred embodiment 
the carvedilol content lies at 10% (wt./wt., based on the solution) to 40% (wt./wt., based on 
the solution). 
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Especially preferred are pharmaceutically acceptable solutions of carvedilol in oleic 
acid or Gelucire® (44/14), preferably Gelucire® (44/14), with the carvedilol content 
amounting to 5% (wt./wt., based on the solution) or above and the carvedilol being 
5 distributed in the solution as a molecular dispersion. 



By a combination of carvedilol with the aforementioned adjuvants there can be made 
available concentrated solutions of carvedilol which permit the production of particular 
medicaments either generally for the first time or provide medicaments with especially 
10 advantageous properties. Thus, the solutions in accordance with the invention are 

especially suitable for the production of rapid release formulations or formulations with a 
modified release characteristic, such as, for example, retard forms with delayed release. 



A rapid release formulation in accordance with the present invention is characterized 
15 in that about 95% of the active substance is released within about 2 hours, preferably about 
50% of the active substance is released within 30 minutes. Under a modified release 
characteristic there is to be understood a 95% release after more than two hours, preferably 
after 2 to 24 hours, or a pH-dependent release in which the beginning of the release is 
delayed in time. 

20 

Thus, for example, there can be produced rapid release medicaments for peroral 
administration which exhibit an improved resorption over comparable medicaments 
which have been produced using crystalline carvedilol. In this case, formulations in 
accordance with the invention which contain oleic acid or Gelucire® (44/14) as the 
25 adjuvant are preeminently suitable for the production of such rapid release medicaments. 



Furthermore, peroral forms with modified release, which in comparison to 
conventional medicaments produced using crystalline carvedilol exhibit clearly improved 
resorption properties, especially in the lower regions of the gastrointestinal tract, can be 
30 produced from the formulations in accordance with the invention. To these there belong 
e.g. forms which are resistant to gastric juice as well as retard forms in which the release 
extends over a long period. Thus, for example, peroral administration forms with the 
release characteristic of a product resistant to gastric juice can be produced in which no 
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release takes place at pH 1 within 2 hours and a 95% release takes place at pH 6-8 within 
2 hours. 



For the production of such medicaments, the carvedilol solutions in the adjuvants 
5 in accordance with the invention can be used either directly or in combination with further 
additives (such as, for example, gel formers, antioxidants such as ascorbic acid and its 
derivatives or tocopherol and its derivatives) or in further processed form. The solutions 
in accordance with the invention can also be filled into pharmaceutically usable capsules, 
especially hydroxypropylmethylcellulose, hard gelatin and soft gelatin capsules, whereby 
10 the capsules can be modified in their pharmaceutically relevant behaviour (e.g. release 
behaviour) in a suitable manner, e.g. by coating. Thus, for example, the release of the 
active substance can be controlled by a coating which is resistant to gastric juice. 



The concentrated carvedilol solutions in accordance with the invention and the 
15 medicaments produced therefrom can contain further additives, such as, for example, 
binders, plasticizers, diluents, carrier substances, glidants, antistatics, antioxidants, 
adsorption agents, separation agents, dispersants, drageeing laquer, de-foamers, film 
formers, emulsifiers, extenders and fillers. When used in liquid form, there can be present, 
for example, flavour improving additives as well as substances usually used as preserving, 
20 stabilizing, moisture retaining and emulsifying agents as well as buffers and other additives. 



The aforementioned additives can consist of organic or inorganic substances, e.g. 
water, sugar, salts, acids, bases, alcohols, organic polymeric compounds and the like. 
Preferred additives are lactose, saccharose, magnesium stearate, various celluloses and 
25 substituted celluloses, polymeric cellulose compounds, highly dispersed silicon dioxide, 
maize starch, talc, various polymeric polyvinylpyrrolidone compounds as well as polyvinyl 
alcohols and their derivatives. It is a prerequisite that all additives used in the production 
are non-toxic and advantageously do not change the bioavailability of the active substance. 



30 The liberation and, respectively, the resorption of the carvedilol from the solutions 

in accordance with the invention can be controlled by these additives. This is possible, for 
example, by the production of gels, especially oleogels, using pharmaceutically usual 
additives. Under an "oleogel" there is thereby to be understood a disperse system from at 
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least two components, with a lipophilic liquid component being present in a gel former, 
such as e.g. hydrophobized silicon dioxide. Suitable additives which come into 
consideration are, for example, cellulose derivatives (such as hydroxypropylmethylcellulose 
(HPMC), hydroxypropylcellulose (HPC) etc.), colloidal silicon dioxide and its derivatives, 
5 bentonite (a water- containing layered silicate), polymethacrylates or other suitable organic 
or inorganic oleogel foitoers. 



Thus, for example, pharmaceutical administration forms can be produced in which 
the active substance is released by erosion of the active substance- containing gel and/or 

10 diffusion from the gel matrix (e.g. carvedilol, adjuvant (e.g. oleic acid) and 10% gel 
former). In this manner there can be obtained systems in which the active substance 
release can be controlled by erosion and/or diffusion of the active substance from a matrix. 
The gel-like formulations can either be filled into capsules or (with appropriate 
consistency) be converted into solid administration forms in another suitable manner, 

15 such as, for example, by extrusion (e.g. by means of a worm extruder with subsequent 
rounding off to pellets) or spray solidification. 



In the case of spray solidification, the material to be solidified is sprayed as a melt at 
the upper end of a wide, cylindrical container through a heatable atomizer arrangement to 

20 give a droplet mist. The resulting droplet mist is mixed with cooled air (preferably 
< 25°C), which is conducted into the dryer around the atomization zone. The heat of 
solidification which results is taken up by the air and transported away and the separated 
solidified powder is removed from the container via a separator. As atomizer 
arrangements there come into consideration (heatable) rotary pressure nozzles, pneumatic 

25 nozzles (binary/ternary nozzles) or centrifugal atomizers. 



In a further variant the active substance can be dissolved in a warmed lipophilic or 
amphiphilic solvent and subsequently solidified, e.g. by means of spray solidification with 
an appropriate adjuvant (for example hydrophobized silicon dioxide). 



Further, the use of the solutions in accordance with the invention or formulations 
therefrom in systems with osmotically controlled release is possible. In this case, the 
continuous release of medicament is dependent on osmotic forces. Water penetrates e.g. 
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through a membrane into the reservoir with a sweUable adjuvant which then as a result of 
an increase in volume forces out the medicament solution through a release opening. 

The conversion of the carvedilol solutions in accordance with the invention into 
5 solid, flowable formulations is also an object of the Application. This can be effected e.g. 
by embedding the carvedilol solutions in accordance with the invention in other 
pharmaceutical^ usual adjuvants or adsorbing them on these. An example of this is the 
spray drying - where necessary at an elevated temperature - of an aqueous solution of 
hydroxypropylmethylcellulose in which the carvedilol solution in accordance with the 

10 invention is present in finely dispersed form. After the spray drying there is present a'solid, 
flowable product in which the carvedilol solution is present in finely dispersed form in or 
adsorbed on the hydroxypropylmethylcellulose (HPMC) particles. The conversion of the 
carvedilol solutions in accordance with the invention into solid, flowable formulations 
facilitates the production of solid administration forms of the formulations in accordance 

15 with the invention with a modified release characteristic. 



In the case of spray drying, the material to be dried is sprayed as a solution or 
suspension at the upper end of a wide, cylindrical container through an atomizer 
arrangement to give a droplet mist. The resulting droplet mist is mixed with hot air 
20 (preferably > 100°C) or an inert gas which is conducted into the dryer around the 
atomization zone. The resulting solvent vapour is taken up by the drying air and 
transported away and the separated powder is removed from the container via a separator. 

Finally, medicaments for dermal/transdermal application and for use on mucous 
25 membranes as well as forms for the parenteral administration of highly concentrated 
carvedilol formulations, which contain the carvedilol solutions in accordance with the 
invention with or without further additives (for example, solvents such as propylene glycol, 
ethanol, glycerol, water, polyethylene glycol, etc.; antioxidants such as ascorbic acid and its 
derivatives; buffers such as phosphate buffer, acetate buffer, citrate buffer; preservatives 
30 such as parabens; and/or salts for varying the osmotic pressure, such as sodium chloride), 
can also be produced from the formulations in accordance with the invention. 
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As pharmaceutically acceptable administration forms of the carvedilol formulations 
in accordance with the invention there come into consideration, for example, capsules, 
tablets, pellets and solutions. Capsules and tablets are preferred pharmaceutically 
acceptable administration forms. 



Pharmaceutical administration forms containing the carvedilol solutions in 
accordance with the invention have an improved bioavailability compared with 
corresponding formulations containing crystalline carvedilol, since the active substance is 
resorbed more rapidly in dissolved form than in crystalline form. 

The pharmaceutical solutions in accordance with the invention are suitable for the 
production of medicaments for the treatment and/or prophylaxis of cardiac and 
circulatory disorders, such as e.g. hypertension, cardiac insufficiency and angina pectoris. 



15 The dosage in which the pharmaceutical formulations in accordance with the 

invention are administered depends on the age and the requirements of the patients and 
the route of administration. In general, dosages of about 1 mg to 50 mg of carvedilol come 
into consideration. For this, formulations with a carvedilol active substance content of 
about 1 mg to 50 mg are used. 

20 

The present invention is also concerned with a process for the production of 
pharmaceutically acceptable, concentrated carvedilol solutions, which comprises the 
admixture of carvedilol with suitable adjuvants with predominantly lipophilic character, 
such as, for example, capric acid, oleic acid, benzyl alcohol, diethylene glycol monoethyl 
25 ether, macrogol glycerol laurate or macrogol glycerol stearate or mixtures of these 
adjuvants with one another. 



Further, the present invention is concerned with a method for the treatment of 
illnesses, such as hypertension, cardiac insufficiency or angina pectoris, which comprises 
30 the administration of medicaments which contain the pharmaceutical formulations 
described above. 
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The following Examples are intended to describe the preferred embodiments of the 
present invention, without thereupon limiting this. 



Example 1: 



Carvedilol 
Capric acid 

10 

The carvedilol is introduced into the capric acid, which is warmed to about 35°C, 
and stirred until solution is complete. 



Example 2: 

15 

Carvedilol 
Oleic acid 



The carvedilol is introduced portionwise into the oleic acid and stirred intensively 
20 under protection from light and under a N 2 atmosphere until the individual portions have 
dissolved. Alternatively, an acceleration of the dissolution of the active substance is 
possible in an ultrasound bath. 



25 



Example 3: 
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Gelucire® 44/14 



The Gelucire® 44/14 (macrogol glycerol laurate), which is a wax-like solid at room 
5 temperature, is melted at about 50°C. The active substance is incorporated portionwise 
into the melt and stirred until solution is complete. Subsequently, the warm, liquid 
solution can be filled e.g. into HPMC capsules or processed further in another suitable 
manner. Alternatively, the solution can be left to cool and the solidified intermediate 
product can be further processed at a later point in time. 

10 

Example A 

Hard or soft gelatin capsules with the following composition can be produced with 
the carvedilol solutions in accordance with the invention: 

15 

Carvedilol 
Oleic acid 

Hard gelatin capsule 



20 The carvedilol is introduced portionwise into the oleic acid and stirred intensively 

under protection from light and under a N 2 atmosphere until the individual portions have 
dissolved. Alternatively, an acceleration of the dissolution of the active substance is 
possible in an ultrasound bath. The carvedilol solution is subsequently filled into capsules. 
The capsules can be provided with an increased protection from leakage by banding or 

25 sticking the upper and lower parts in a suitable manner. 
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Claims 

1. A pharmaceutical!/ acceptable solution of carvedilol or of a pharmaceutical!}^ 
acceptable salt thereof containing adjuvants with lipophilic character, wherein the 
carvedilol content lies above 5% (wt./wt., based on the solution) and the carvedilol is 
5 distributed in the solution as a molecular dispersion. 



2. A pharmaceutical^ acceptable solution according to claim 1, wherein capric acid, 
oleic acid, benzyl alcohol, diethylene glycol monoethyl ether, macrogol glycerol laurate or 
macrogol glycerol stearate or mixtures of these adjuvants with one another is/are present as 
10 the adjuvant with lipophilic character. 



3. A pharmaceutical^ acceptable solution according to claim 2, wherein oleic acid 
or macrogol glycerol laurate or mixtures of these adjuvants is/are present as the adjuvant. 

15 4. A pharmaceutical^ acceptable solution according to claim 3, wherein macrogol 

glycerol laurate is present as the adjuvant 



5. A pharmaceutical^ acceptable solution according to any one of claims 1 to 4, 
wherein the carvedilol content amounts to 5% (wt./wt., based on the solution) to 60% 
20 (wt./wt., based on the solution), preferably 5% (wt./wt., based on the solution) to 50% 
(wt./wt., based on the solution), especially 10% (wt./wt., based on the solution) to 40% 
(wt./wt., based on the solution). 



6. A pharmaceutical^ acceptable administration form containing a 
25 pharmaceutical^ acceptable solution according to any one of claims 1 to 5. 



7. A pharmaceutical^ acceptable administration form according to claim 6, which 
is a rapid release administration form. 
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8. A pharmaceutically acceptable administration form according to claim 6, 
wherein no release takes place at pH 1 within 2 hours and a 95% release takes place at pH 6 
to 8 within 2 hours. 



5 9. A pharmaceutically acceptable administration form according to claim 6, which 

has an active substance release extended in time in the range of 2 to 24 hours. 



10. A pharmaceutically acceptable administration form according to claim 6, 
wherein the pharmaceutically acceptable solution according to any one of claims 1 to 5 is 
10 embedded in a gel matrix. 



1 1. A pharmaceutically acceptable administration form according to claim 6, 
wherein the pharmaceutically acceptable solution according to any one of claims 1 to 5 is 
used in a system with osmotically controlled active substance release which is accepted for 
15 pharmaceutical use. 



12. A pharmaceutically acceptable administration form according to any one of 
claims 6 to 11, which is an oral administration form. 



20 13 - The use of a pharmaceutically acceptable solution according to any one of 

claims 1 to 5 for the treatment and/or prophylaxis of cardiac and circulatory disorders, 
such as hypertension, cardiac insufficiency or angina pectoris. 



25 



14. The use of a pharmaceutically acceptable solution according to any one of 
claims 1 to 5 for the production of medicaments for the treatment or prophylaxis of 
disorders, such as hypertension, cardiac insufficiency or angina pectoris. 
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15. A process for the production of a pharmaceutically acceptable solution 
according to any one of claims 1 to 5, which process comprises mixing carvedilol with the 
adjuvants to form a molecular dispersed solution. 



5 16. A process according to claim 15, wherein the resulting solution is converted 

into a solid administration form by spray drying or spray solidification. 



17. The invention as described above. 



10 



INTERNATIONAL SEARCH REPORT 



Inte >nal Application No 

PCT/EP 01/03423 



A. CLASSIFICATION OF SUBJECT MATTER , , . . 

IPC 7 A61K31/403 A61K9/48 A61K47/12 A61K47/14 A61P9/00 



According to International Pa\ent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

WPI Data, PAJ, EPO-Internal , CHEM ABS Data, BIOSIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP 0 893 440 A (BOEHRINGER MANNHEIM GMBH) 
27 January 1999 (1999-01-27) 
page 2, column 1, line 1 - line 13 
page 3, column 3, line 14 - line 18 
claim 7 

WO 00 00179 A (WON JIN BIOPHARMA CO., 
LTD.) 6 January 2000 (2000-01-06) 
page 1, line 6 - line 13 
claims 1,7,11,14 
page 58, line 2 

DE 198 33 119 A (ROCHE DIAGNOSTICS GMBH) 
27 January 2000 (2000-01-27) 
the whole document 



1,2,6, 
12-15,17 



1-17 



1-17 



□ 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



' Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
'E' earlier document but published on or after the international 

filing date 

'L' document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

'O' document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



■T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

■Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"&" document member of the same patent family 



Date of the actual completion of the international search 



10 August 2001 



Date of mailing of the international search report 



21/08/2001 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 



Benz, K 



Form PCT/fSA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 


Int^ inal A nnlipntinn No 

PCT/EP 01/03423 


Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 



EP 893440 



27-01-1999 



AU 
BR 
CN 
WO 
EP 
HR 
HU 
NO 
PL 
TR 



8631998 
9810776 
1264366 
9905105 
1000027 

980406 
0003198 
20000301 

338432 
200000148 



16- 02- 
19-09- 
23-08- 
04-02- 

17- 05- 
30-04- 
28-03- 
21-01- 
06-11- 
21-07- 



1999 
2000 
2000 
1999 
2000 
1999 
2001 
2000 
2000 
2000 



WO 0000179 



06-01-2000 



AU 



4655699 A 



17-01-2000 



DE 19833119 A 27-01-2000 AU 5281699 A 14-02-2000 

WO 0004902 A 03-02-2000 
EP 1098646 A 16-05-2001 



Form PCT/ISA/210 (patent family annex) (July 1992) 



